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(i) (id 



[0 0 0 1] 
[0 0 0 2] 

7i5--if (Histone Acetyl transferase); HAT) ttX]- ^JlftT-fc-^MfcE^ ( 
b 7-fef-7-^f(Histone Deacetylase) ; HDAC) i: (D/^ ^ lC J; o T 

ft^<D&^mB^£V &mm&J)m&2frX^Z> (Ogryzko.V.V. et al Cell 87 
, 953-959, 1996> Brown.C.E. et al Trends Biochem.Sci. 25(1), 15-19, 2000 
, Grozinger.C.M. et al Proc.Natl.Acad.Sci.USA 96, 4868-4873, 1999) o 
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[0 0 0 3] 

1" iWi tyftJibftT^fc (Counsens.L.S.et al J.Biol. Chem. 254, 171 
6-1723, 1979) o ttz. M&WlfrjgtWTrichostatin A (TSA) lijfflfl&JSJWOflf 
lh> 3MtSI#£a*L (Yoshida,M. et al Cancer Res 47, 3688-3691, 1987, Yos 
hida.M. et al Exp. Cell Res 177. 122-131, 1988) s 7*° f - £11311- & 

LfcHDAC*ffl^^ft^'bTSA* s 3i^*HDACia^J-e**i t&mbfrtltvti: 
(Yoshida,M. et al J.Biol. Chem. 265, 17174-17179, 1990) 0 
[0 0 0 4] 

38f$$avCV>S (Marks.P.A. et al J. Natl. Cancer Inst., 92, 1210-1216, 200 
0, Kim, M.S. et al Nature Med. 7 437-443, 2001) 0 i fc-tO-ffeK t „ fllxtf 
H&SteS!, §5Mi-l &Jff?S (Dark in-Rat tray, S.J. et al Proc. Natl. Acad. S 
ci.USA 93, 13143-13147, 1996) & ¥<DM1%M&$i£<Dtem • 3fcH^ ifc^ 
>f->h>^^Ojlfftt»3ffi^^O^|»-f6aai (Steffan.J.S. et al N 
ature 413, 739-743, 2001) , z^AilfSi^f&Sl^ii (Chen.W.Y. et al Proc.N 
atl.Acad.Sci.USA 94, 5798-5803, 1997) % tfOfi* btlX& , % 

m> Wilf, FK228 (Nakajima, H. et al. Exp. Cell Res. 241, 126-133,1998 
) , WT^X^^fl^jt^k, B&mzC (WO0O/42062^<2r^Jt WHJ2001-34 
8340-t<2r^) *„ C*te>©-ffc^»ttfi#4HDACIfi«f^ffl**L, *fL 

[0 0 0 5] 
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[0 0 0 6] 
[0 0 0 7] 

Wtfctt*. *>»-K*+^*K:*i-aif«0«^»(»71576«!*jlv»«U 

tltzWkC®.mftm *mtZ> :t*jEDllt, $fcfc#tftti«*?To £ (W000/42062 
^£$&£UW£2001-348340^$fi) 0 
-^m%m±, 3tt=tK^ISjQ71576|!|cOJg««»4>o«iJS«-*Jji«|-f-<<, Jgg 

[0 0 0 8] 
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[ft 3] 



[0 0 0 9] 

(Pseudomonas) i=«1-££»4T:#*&MiI£^a^J||LKT*&*U i£& 

It^il">i- K^t^ J^tf- (Pseudomonas sp.) Q71576*|c*^f * i 

> *Iflcli->a - K*t^ tf- (Pseudomonas sp.) Q71576t LT3ft£frtt 

feAMMt3ffi1&&m9Sffift tt^»#K-fe > * - K§f£#-tFERM BP-6944-f- (3?i£ 
01999^1^85) t LTH»flFR**tTV»* 0 ifc, tt^ttAIWKXIiaaS 

- (Pseudomonas sp.) Q71576$Ui, ^«*64Mi$*tfc«^*IW>fllK:, ZtUZ 
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[0010]. 

i> o 

(£fi. flJx (fulfil i: Lt(iD-^;V3-^, D-vyy-x, D-7)U?h~ 

a, «r>*-'>A, isstr^-^A, rototto«s> li^ifp 

&9\Z&CXtm*M 0 Sfcfc, >&^zfctx y^f^, 

[0011] 

~3 2lCcO|ttH> »IL<li2 0-2 8 Wiffffc^i, *JftC5p Hli#&4 . 
5 ~ 9 , # 4 L < *±*tJ 5 ~ 7 . 5 <D$SH * t &&&&& htiZ> a 

mif±i$%oa^, «uft*#fcfcCTMi»e3ik*# % ohm, » 

[0 0 12] 
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®i§ t xn h tttztgmmzmwi^ t )\<*$ t ma t & v^^^j * i D x. xm & 

&^x*mm%mmx&&tzztfc£qmik&wzm&t2>ztti*x&z> 0 mz. 
if, 7>A-7^h (gmmm xad-2, (s&m. j^ti^ 

C) HP-2 0, ^Wt>CHP-20, 9 0 0 <T> 

7-th > n 7*y-;K 7-fe h - h V /I'Xtt^nD^A/A^t*! 

l< im&Ltzmmz, xi±mmmmt&<7>M&mzm^xmft& 

tzm&fc®.? 07f>^7 7'f-'(HPLC) , S^^o^tc if;, £ t, k« 
[0 0 13] 

mmm* (7-t<^ y7X7i/tv-f) atwjnMtflc (v. 
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[0 0 14] 

m^mx-bho c^tc, munmim&t lxh, mms, m&m, eeftft 

[0 0 15] 

3*801 i :HDA0B«Rit 

[0 0 16] 

(1) HDACOflJ^ffi* 

b eiflL^ft^K562«J; l)#lL/;t^ffl^M (Yoshida.M. et al J 
. Biol. Chem 265. 17174-17179, 1990) tioT}tm -^OttffiifcfcQ Sepharo.. 
seFF#7^ (7 r;Uvv7lt; 17-0510-01) *fflv\ 0-0.5M£>NaCl£)jgJg£)iS 
t=J:0HDACO«J^W[«S:ffo^o HDAMM [lSnMU y «>A (pH7 

.5) , 5%^y-bn-;K 0.2mM EDTA] "CjWffcffofc. 

(2) HDACMvStt^ite 

Nare, B. et al Anal. Biochem. 267, 390-396, 1999U^oT^$tL/r N tf 
*f-5"ffc [ 3 H] T-tefOH:* h >H4^y^ K (aa 14-21 : Biotin-Gly-Ala-[3H-a 
cetyl]Lys-Arg-His-Arg-[3H-acetyl]Lys-Val-amide (Amersham Pharmacia Biote 

chtt), mr [3h] T-tj-frKxhytmztZo ) s-HDACMTvt'fog® 

[3H] 7-fef-;u£* hv*60/<ll y-?-** W h -;b(DTT) Sr#tfHDAM@?S"C37 
juMfcft*?Lt;h.«:25/i liu (1) ■efflM-5l^fL^HDAC®^25/ < lt*^L 
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-/^7JW:^U SMvyTXs-t-ZmnLxmMLtz [3h] gj^M; 
ttStt t- v > f- v - •> 3 > fi <y y * - \z x MM L » 

^x5o%&±<DWAcwmm^m&*7F tfz 0 

[0 0 17] 

som* 2:tt- mmm K*ti- *> mmmmmmm 

96^T* YtpKK YlkmmmmHUrmm, &*v>iifc h 6il#jli35|SK5 

62IB^*5X103^/ W elHc^S<t9fiiaU 37T., 0. 5% CO^ * - ■*« 

^it^o 18B#P^^ N i£MX%i%lLtzmm (DMSO) i5J:r;i^(7)M»ft^ft 
QX^R^^DLSTr, 0.5% C0 2 ^ y*^- ? -$>T2 hl,Z72^m^Ltz 0 i# 
mi&vmMZAlamr Blue (BIOSOURCEfr) £fflv>-C$J5£U 0. 1% DMS0?£ 
in • *fflJ££ *) i O«0. 1% DMSOrfebD • *BI/&& LO*#o»!l56tt*-?-n-e r *L(Wlfl# 

> ioo%mwtLxit-£%d&mm<Dtmmmz*#>, mm*5o%m&+zm& uc 

50ffi) fclogisticllH&KJ: &#tfJLfco *<0|£** ^t/QOWiDrS.?H562« 
^Mt^«TOE#OIC50^i{±-?-^W3.0nMS^1.4nM, * fl^WROWiD 
rS^562^lC^ < 2>«i^Jg|a*oiC5011«-?-*L^tLO. SnM&lW. 6nMT& I? 
, ASf 4riHHJIStii«ilfl«^ffl &^LX v»fc. 
[0 0 18] 

3Sma7 -f7vat ^K562» £ 1 . 5 X lO^/^ 4 7 >> a K. % Z> X 7 WSL U 

mm (dmso) t$xtm*<r>m& (0.3-30 nM) ©tefiMoxttRtaanu 

37t:, 0.5% C0 2 -i >*a^-^-if-C24^TOLfco ^ h >M6SC<9}g|tBfi 
J^T<7)^ftT^To7t 0 ifrMMtfcJ: 9llJKLfcnttJfttt£TEN buffer (10 mM 
Tris HC1 (pH 8.0), 1 mM EDTA, 1% NP-40. 1 tablet / lOmL Complete mini ( 
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Rochett) )*maU *±-eiO$3-|W&«&, M'bfrm i 0 ±j» * HJJR U « 
SftlWT* h >fc«^L-20TC-C12ll»BJa±&ilLfe|l, %ra*&'fr5Mt 

tzo — &jfi#K»i#i7-fe?-;Wbfc* b >H3tft# (UPSTATEbiotechnologytfc) £\ 
K fiHRP^fi^; * Hj- (Amersham Pharmac i a B i otechtt) SrlEEi L 

% ECL (Amersham Pharmacia Biotech*!) ^X^ftZtklti Ltz 0 Ib^t/OX 

10 0 19] 

w*?mm, ^<o%<r>mmim^x, mu m?u mnm. mm?u 

fi(±> ^MMfc^l^iblOOOOmg/n^ $f f L < filO~5000mg/ m 2^ii^T^ 
B l? &0. lfr & lOOOmg/m 2 ^^ t\ 1 B 1 !H75M^$t: 

[0 0 2 0] 
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#12 0 0 2- 2 5 5 1 4 1 ^-i? ; \Q/ 



AHA**** f V n - ;u * a <7) j; 3 $ftHiJ&£ij 
muv»TUv>, «eWXtt^WMttd&KKJ: 0->3«, t*7f^ UKn*, 

t it it w * ^ taw <r> 7ovj± x&m l t t * v> 0 

fflftftk !8»*JwJ:d=6r*l«J^ TOSik JWfciRk KfJKSJ*-^ 

[0 0 2 1 J 

) iO«t^ftllfi£%(i, 3fcfc*SHt3ffl, H/JK*k ©Fl#k *Ut*RU 

[0 0 2 2] 
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, # 'J * * v * V 7*P t? V > 7" 'J 3 - /MR, V 3 MBlSStX..* X 

/hr*) ^mwth-nm, mo tvsmmw NKn+^n^ 

*?-;Hr;i/n-;*(HPMCK bf-;nfcn; K>(PVPK #yxfi/y^y 3- 

n^^7°n kf;v>^;i/-fe;i/n-7>7iJ' V- Y (HPMCP), * 9T 9 V toft** fa- 
tty 9 U^**fi^«: K9^y m S, |£d d d£ ; n-A • 7> K • ^~ 

asjex-ci* [ \^&<ommmt^^mn > is*-?*-** 

157-159 (1983) Xtf riM**/ 7No. U &»4£fl&5fUflllBJ , 7X#1IU«b, V 
7ht^fx>^ 78-82, (1988) #BB] 0 
[0 0 2 3] 

[^] 

;l/v^A4g, m^TfClL^r^-tfW (pH 7.0) 100mL&, 500mDg<7)H£l 7 7 * 3 \z 

i2o e c-e2o^r B mmt^o h*3y&*£&< k 

-t-J-* x^e- Q71576*fe*S#]R-5-C&«U 28*0, 2OO03£/^O^#-e3 ' 
BRISV&#U «J&*ifcfcLfco y >40g, >5g, P^J. 

TKiiTfClL^^tfigib (pH5.0) *10QmLl^500niI^O=A7 9* 3 K35^U 120 
1Ct?20^KScffiL^o £OJ»*CtWriBI||lMe*«r2*iLr-oSaiU 24t:, 220IU^ 

ico«t -9 H LT«tLft»«iftlLCov>T, 6000rpmT-10^^if ^g|£?T o 
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9 /-MzmffiLX, STR-PREP-ODS-M (20X250rara) XlTT-fe h - f \) fr/fr (30 
/70) £fflV>fcHPLC (M9ml/min) t-UOag.Lft U 4fc#M28^£> 3653^11 
53" 1 li53- 1 Sr«ETT?«WSI£@ * ? 7 -A>£.#M L£&. $ h KCO, 

SMOSIL (20 X 250mm) XO'T-lr \ - h V ^/"0.25% Dfti^c (40/60) *• 

/B^fcHPLC («fo£9«l/min) =HtV\ ^^B#^15.2^0t:-^C9®^2 i{£#B# 
W16.5fl-*>t?-*«>H#3**|fco H#2 *ifeHftB1-*ittc«t 5. 
6ng*^ ■#3**»«ffl 1 **£ieJ: ►Hb&'&R 11.8ng*»fc 0 
[0 0 2 4] 

#l«aj2 

^3-X10g> *°x h7*-^20g, #V^7°h>5g, «#i4r^5g, 
>l/v*A4g. 3HS*lL*-g-trJ&«i (pH7.0) lOOmLfc, 500mL§O=# 7 9 * a £ 
120TC-C20^W«TILfeo ^•^^Il:i<4t$«ya-K 
Ji^tf- Q71576#cfc3S#3loTft«U 28*0, 2OO0$£/£-tf>&#-e 3 
BH!«*i&*U *-imt*«kLfe. ^{:±|Bi:|5l^^Ali500mLS-3I^«0 
E£7?*aK#£U 120lC-e20^ML^o -nt:i-ti^f$^2%<7) 
i^-egSt, 28r. 2000(6/*©*^ 3 B««»jF«U 
tUo ^^*J&*tt, 300L^7>-7r -7- >^-|;v^^ ? b50g, 
7b75g> £]^*75g, ^v^^v7A-t7K^n^2g, L-~>7?-70.5g^ L(-)- 
7Di;>0.5g, frm&lLZ&tstgM (pH5.0) 200L*ft&* N 120°CT205H8M 

£W ^-C50L<7)7Kii7KTvK^L^m> 30%**7-;U*40U 

^>T30%7-fe b yTKiooL-e^jf-tT, * y -;V60L£fflV>TifiMfc^ 

L£ 0 £0£tt«K5L©&®jic*iD*-C\ iETtgiLT^y-^ 
£lfe*Lfc. itifc^iOftB^f-^fcjDx.-C, pH 3.0-Cf£®^f7Hflfch£ 3 0 
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Z<D J: 1 K LT#fcffiffl»21.5g^YMC PACK Pro C18 20 X 250mm (YMO&t^ 
T*h-Y>) )W7k (40/60) £/BWcHPLC (sftitSml/min) KH^ILttU & 

MffcfeiU $*>KYMC PACK Pro C18 20X250mm (YMC) Rtf S ?>> -fr/fr (60/40 
) SrfflWcHPLC (SEaUOal/min) KWk*)&LttU ®^2 (^«^17.6^-) £, 

wan 3 («^n#r^2i.2^) wfr2K7k®mt%ztx*wim&. 

fet&Ztkzt*) ik&m 80nig£#fc o 3 tt7k®M t%2>* 
&%kLfzi><DZ^?J-)]sX«Wfeik-t2>ZtK£ Mt&m 287mg£#£ 0 
[0 0 2 5] 

[0 0 2 6 J 

[*1] 















ItMftm [a] 25 D 


-349.3° (c0.05, MeOH) 


-65.3° (cO.20, MeOH) 




C 2 oH 3 ,N 3 O s S 3 


C M H J5 N,0,,Sj 


S5^li®fi^(FAB) 


506.1442 (M+H) + 
506.1453 


502.2059 (M+H) + 
502.2046 


A max nm ( £ ) 


265 (1600) 


End absorption 


v max (KBr) cm" 1 


3320, 2960, 2930, 
1660, 1550, 1510, 
1430, 


3380, 3330, 2960, 2930, 
1740, 1670, 1540, 1520, 
1430, 



[0 0 2 7] 
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IBB?!)*] 

<110> Yaraanouchi Pharmaceutical Co. Ltd. 



<120> Novel Depsipeptide Compounds 

<130> 000003177 

<160> 1 

<210> 1 
<211> 8 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Inventer: Nagai, Kouji; Taniguchi, Masatoshi; Shindou, Nobuaki 
Inventer: Terada, Yoh; Mori, Masamichi; Amino, Nobuaki 
Inventer: Suzumura, Kenichi; Takahashi, Isao; Amase, Mitsuo 
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<220> 

<221> PEPTIDE 
<222> (3) 

<223> N6-C3HJ] acetyl lysine 
<222> (7) 

<223> N6-[3Hi] acetyl lysine 
<400> 

Gly Ala Xaa Arg His Arg Xaa Val 
1 5 
10 0 2 9] 

[Hi] ft^t/Q^H-NMR*^ hfriTF-to 
im 2 ] f^»QOl3c-NMR^^^ h frzmt* 
IMS] ft^tfROlH-NMfU^* IfrZmto 
[134] <b^ROl3c-NMR^^^ h^S-^-fo 
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ft #r *3B»«f , *EB#*#W2TB 3#1 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 



Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 



□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 



IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



BEST AVAILABLE IMAGES 




LINES OR MARKS ON ORIGINAL DOCUMENT 



